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Sir: 



I, Nirmal Mulye, hereby declare and state as follows: 

1 . I am an applicant of the aboye-identified application. 

2. I have been advised that the United States Patent and Trademark Office 
has alleged that the present application contains four inventions and based upon our election, the 
United States Patent and Trademark Office ("USPTO") has restricted the subject matter herein to 
a sustained release pharmaceutical composition. 

3. , More specifically, the present invention is directed, among other things, to 
a sustained release pharmaceutical composition in oral dosage form comprising a 
pharmaceutically effective amount of a drug, a sustained release carrier in an effective amount to 
retard the release of the drug from said composition when placed in an aqueous system, a water 
insoluble or partially water insoluble cellulose, and maltodextrin, wherein the weight ratio of 
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cellulose to maltodextrin ranges from about 50: 1 to 1 :50, and optionally a lubricating effective 
amount of a lubricant. 

4. It is also my understanding that the USPTO has cited PCX application WO 
03/026637 ("PCX application") against the present invention in a recent Office Action. I have 
been advised by counsel that this PCX application was published on April 3, 2003, and 
designates for filing the USPXO the U.S. and that its international filing date is September 27, 
2002. 

5. I have completed the invention disclosed and claimed in the above 
identified application in either the USA, NAFXA country or a WXO member country prior to 
September 27, 2002, the international fihng date of the PCX application. 

6. Xhe completion of this invention comprised the preparation of various 
sustained release drug pharmaceutical compositions comprised of a drug, a sustained release 
carrier, a water insoluble or particularly water insoluble cellulose and maltodextrin and 
optionally, lubricant, in the amounts recited in Paragraph 3 wherein the weight ratio of cellulose 
to maltodextrin ranges from about 50:1 to about 1 :50. 

7. As evidence thereof, annexed hereto and made a part hereof are Exhibits 
A-C consisting of photocopies of Product Development Records of embodiments of the present 
invention. 

8. The acts described in the photocopies were conducted prior to September 
27, 2002 by me or by scientists and/or technicians working under my direct supervision or 
control. Data and information not pertinent to the invention and dates have been masked out in 
the preparation of these photocopies. 
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9. Exhibit A, consisting of two pages, is a photocopy of a Product 
Development Record for a 500 mg uncoated sustained release formulation of clarithromycin 
contaimng 500 mg of the drug, 315.52 mg silicified microcrystalline cellulose (ProSolv 50), 
maltodextrin, 19.6 mg, PEG 3350, 2.5 mg glyceryl behenate (compritol 880 ATO) and 14.7 mg 
lubricant (magnesium stearate). The ratio of silicified microcrystalline cellulose to maltodextrin 
in the embodiment was about 3:1. This exhibit describes the preparation of a tablet by dry 
mixing the various components identified in this paragraph and then by compressing the mixture 
into tablets. Five tablets were prepared, and the weight, length, thickness, breadth and the 
hardness of each of the tablets were measured. In addition, the friability of the tablets was 
determined. 

10. Exhibit B, consisting of two pages, is a photocopy of the dissolution study 
of the clarithromycin tablet described in Exhibit A. The dissolution in the study was measured 
by iitili2dng high-pressure liquid, chromatography. The clarithromycin tablet was placed in water 
containing Na2HP04 and the pH was adjusted to 14 using H3PO4 and methanol. Using high 
pressure liquid chromatography (HPLC), the amount of dissolution of clarithromycin was 
measured at 1 hour, 3 hours, 5 hours and 7 hours after the tablet was placed in the aqueous 
solution. In the samples tested, at the end of 7 hours, about 64.7% was released in the aqueous 
solution. 

1 1 . Exhibit C describes the preparation of 250 mg sustained release 
formulation of mesalamine. The formulation contained 100 mg mesalamine, 40 mg. of silicified 
microcrystalline cellulose, 21 grams of maltodextrin and 30g of an aqueous ethyl cellulose 

dispersion (Surelease®). The tablet was prepared by mixing the drug silicified microcrystalline 
cellulose and maltodextrin, wet granulating the mixture with the aqueous dispersion of ethyl 
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cellulose, then passing the wet mass product, which was formed through an extruder to form a 
rod shaped particles, and then through a spheronizer and subsequently drying the granules. 
Good granules were obtained as a result of this procedure. 

12. Ail of the documents described herein were generated prior to September 
27, 2002. These embodiments clearly show that the elected invention as defined in Paragraph 3 
hereinabove, was completed prior to September 27, 2002. 



true and that ail statements, made on information and belief are believed to be true and further 
that these statements were made with the knowledge that willful false statements and the like so 
make are permissible by fine or imprisonment or both under Section 1001 of Title 18 of the 
United States Code and that such willful false statements may jeopardize the validity of the 
application or any patent issued thereon. 



13. I further declare that all statements made herein of my own knowledge is 





Nirmal Mulye 
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EXHIBIT A 



PRODUCT DEVELOPMENT RECORD 



Name of the Product C\^\W^rr^^r^ • Developed For : - Mo 

J.r^^ -eotrr.:- RgOACTED 
Overages — 



Batch No. :- 'g. \ 'D\ J ' -r^ o' 
Batch size:- \cn:> Label Claim 



Sr. 
No. 


Ingredients 


RM Source 


Qty. Per 


Qty. Per 
Batch 


\- 








so 










- S^' 




MCI l'ta4-eK'kin M \ 










9tc<-3'3.'SO '2.-o-f. 
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— 




j Tablet wL 







MANUFACTURING PROCEDURE a 
Procedure pct j^ ^ - q, jj^^i ^ <^ nrv^> 



A ) Dry Mixing :- 

Moisture content (%) .- ^ , 

Equipment Used :- B'^ ofv^^\'^ 

Mixing Time:- Started at > -^-3-=^ Stopped at :- 9,-^ ° r 

B) Lubrication 

Mixing time with lubricant :- 'x^'io pv^ Stopped at ^'^^ P' 
Started at :- 




Evaluation of powder ble nd : 

■ Comprfession : : : ' u . .. 

Temp: c2_^-^ Humidity: <^o -j- 

Punches : 

1. Description: c2ox \c) v/mtts qo^Su-^ S^^^f^-^. 

2. Upper punch : J'\'=^i'n 

3. Lower Punch : pWsn 

No. of sets used for punching : Hopper used : Yes^ 

General Observation : 



INPROCESS CHECK RECORD 



No. 


Weight 
(Sm) 


Length 
(mm) 


Breadth 
(mm) 


Thickness 
(mm) 


Diameter 
(mm) 


Hardness 
(Kp) 


1 




20-0 3, 










2 














3 


0- ^^2. 










[3 -Li 


4 


O-q 7 ( 












5 


( • Ooo 


2-0 










6 














7 














8 














9 














10 














Avg Wt. 














RSD 














Range 















Pharmacopoeia! limits for tablet weight ; 

1)Upto80nig:±10% 2) 80 mg to 250 mg : ± 7.5% 3) Above 250 : ± 5% 



Friability Test : 

Initial wt of ^ablets : it 1 <^ 

% Friabifity : O ■ 
Disintegration Time : ffv^- 



■y- Wt of 10 tablets after friabillity test : ^ ' ^ a g ^ ^ 



EXHIBIT B 



Date 

Batch No. 



Dissolution study :- Analysis By HPLC 

. im4 ac^^Jt< ^^Hlf^f^ ^"^ Dissolution Mactiine No 
Apparatus 
Dilution 



Medium 



Aliquot 
Wt. of Tablets 



6) r^'fiS^ 



Chromatographic system : 

Method: clorsnVV^nr^-iUn ■ vTr^et ' ^n^/ r . 

column: 9h^^n^-K <^<?,^^°^ ^^^.'^^^'^■^'^^ . 

1 „„th . ^. Row rate: i vvjJIwJ"- 

Detection wavelength . Q.\o nm * 

Mobile phase: ^.^^.p. NkI -uc^^ . 



standard solution : , '^^toJoi "f"^ 



V 



Avg 



Area 



Sample j 



% Rel 



Tablet 


RT 


Area 


% Rel 


Area 


% Rel 


1 












2 
3 








1^ 




4 






3G-CO 






5 












6 













Tablet 


RT 


Area 


%Re! 


Area 


% Rel 


1 












2 












3 












' 4 












5 
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Tablet 


RT 


Area 


% Rel 


Area 


% Rel 


1 
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3 












4 


^ 










5 






65' 7 f 






6 






GG- 1-% 







Tablet 


RT 


Area 


% Rel 


Area 


% Rel 


1 
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EXHIBIT C 



I 



Name of the Product :■ 



PRODUCT DEVELOPMENT RECORD 

'JiGPllAU Cj(Umk^ Product Developed For : - ^h'QhJP) 
Batch No. f\i 0 3 Date of Trial R|0^CTED 

Batch size:- \0O(^ Label Ctaim ^^Oi^rg Overages:- 



Sr. 
No. 


Ingredients 


RM Source 


Qty. Per 
Tablet . 


Qty. Per 
Batch 












1 . 


ffDSolv .STO - .^D 








b 








lb" 












































































Tablet wt. 




\00 



MANUFACTURING PROCEDURE 



Procedure :- 

ma >midMnh 4 ^^"^ 



0 «t *-f "f' 

Moisture content (%): 0 9^ yuIUM^ (j 



Equipment Used : 
Mixing Time : Started at : 



Stopped at ; 



B) Wet Granulation:- a! Ul? UitAoU <Mf^U(>r) 
Prepartion of Binding solution :- 



Quantity of Binding solution used :- , 
Wet mass passed through s*&vehflk^ :- 

Oven No, :- No. of racl^s used :- Drying Temp. :- 

Drying started :- AWPM Drying stopped :- AM/PM 

Moisture content (%) :- 
a) By KF : 

Water Factor (W-F) = 15.66 xW 
Ax 100 

where W = wt. of sodium tartarate dihydrate in mg = 

A = Titre value = 
% of water = W.F x tItre value x 100 
wt. of. sample in mg 

(j) Moisture content % = d ^^^j- 



^ e>J <^vonitk ^joy- ijxufT^ ■:^(^-C J^v . 



wt. of weighing bottle + spl > 
wt. of weighing bottle :- 
wt. of weighing bottle + sp! :- 
(After drying) 
wt. of spl :- 

bLOD:= LOP X ICQ 

wt. of sample 



^'Dned granules passed through sii)£S-no. ^ A 



Total wt, of granules 
Gross :- Tare 



Lubrication : 



Mixing time with lubricant ;- 



Started at :- Stopped at :- 

Done by :- , 



